Pancreatic cancer is the eighth major form of cancer-related death worldwide, causing 227 000 deaths annually. Type-II diabetes is widely considered to be associated with pancreatic cancer, but whether this represents a causal or consequential association is unclear. We conducted a meta-analysis to examine this association. A computer-based literature search from 1966 to 2005 yielded 17 case -control and 19 cohort or nested case -control studies with information on 9220 individuals with pancreatic cancer. The age and sex-adjusted odds ratio (OR) for pancreatic cancer associated with type-II diabetes was obtained from each study. The combined summary odds ratio was 1.82 (95% confidence interval (95% CI) 1.66 -1.89), with evidence of heterogeneity across the studies (P ¼ 0.002 for case -control and P ¼ 0.05 for cohort studies) that was explained, in part, by higher risks being reported by smaller studies and studies that reported before 2000. Individuals in whom diabetes had only recently been diagnosed (o4 years) had a 50% greater risk of the malignancy compared with individuals who had diabetes for X5 years (OR 2.1 vs 1.5; P ¼ 0.005). These results support a modest causal association between type-II diabetes and pancreatic cancer. British Journal of Cancer (2005) (Parkin et al, 2002) , its poor prognosis makes it the eighth major form of cancer-related death worldwide, causing more than 220 000 deaths annually. Apart from cigarette smoking, which has been estimated to cause about 30% of pancreatic cancers (Doll and Peto, 1976; Baghurst et al, 1991), relatively little is known about the other chief determinants of the disease, although other lifestyle factors have been implicated, including obesity (Berrington de Gonzalez et al, 2003) and type-II diabetes (Everhart and Wright, 1995) .
Although cancer of the pancreas accounts for only 3% of all cancers worldwide (Parkin et al, 2002) , its poor prognosis makes it the eighth major form of cancer-related death worldwide, causing more than 220 000 deaths annually. Apart from cigarette smoking, which has been estimated to cause about 30% of pancreatic cancers (Doll and Peto, 1976; Baghurst et al, 1991) , relatively little is known about the other chief determinants of the disease, although other lifestyle factors have been implicated, including obesity (Berrington de Gonzalez et al, 2003) and type-II diabetes (Everhart and Wright, 1995) .
As type-II diabetes frequently occurs with pancreatic cancer, it is considered by many to be an important risk factor for the malignancy. A meta-analysis of 20 studies conducted a decade ago estimated that individuals with diabetes have a two-fold greater relative risk (RR) of pancreatic cancer compared with individuals without diabetes (Everhart and Wright, 1995) . However, there is also good evidence that pancreatic cancer is causally linked to the onset of diabetes (Wang et al, 2003) and is possibly associated with an abnormality of islet cell function.
A large number of new studies have since published on the association between type-II diabetes and pancreatic cancer. Therefore, the purpose of the current study was to update the earlier meta-analysis to provide the most reliable information on the size of the association, and to explore any underlying sources of heterogeneity, including variations in the strength of the relationship with duration of diabetes.
MATERIALS AND METHODS

Data sources
Relevant studies were identified through EMBASE, PUBMED and MEDLINE using a combined text word and MESH heading search strategy of pancreatic cancer (pancreas, tumour, malignancy) and type-II diabetes (NIDDM, diabetes, adult-onset diabetes). References from identified studies, as well as from the previous review, were also scanned to identify any other relevant studies.
Study selection and data synthesis
Studies were included in this systematic review if they had published quantitative estimates and standard errors, or confidence limits, of the association between type-II diabetes and pancreatic cancer by January 2005. Studies were excluded if they provided only an estimate of effect, with no means by which to calculate the standard error, or if the estimates were not adjusted by age. The variance of the log odds ratio (OR) from each study was calculated by converting the 95% confidence interval (CI) to its natural logarithm by taking the width of the CI and dividing by 3.92. If the variance was unavailable, P-values were used to estimate the CI. Some studies provided more than one OR according to the duration of diabetes before being diagnosed with pancreatic cancer. To maintain consistency across studies, the ORs for individuals diagnosed with diabetes 41 year prior to the diagnosis of pancreatic cancer were extracted and combined. Summary estimates were obtained separately for case -control and cohort studies by means of a 'random effects' approach and studies were weighted according to an estimate of its 'statistical size' defined as the inverse of the variance of the log OR (Woodward, 2005) . In addition, studies that reported separate ORs for mutually exclusive categories of duration since diabetes was diagnosed (e.g. 1 -4 years, 5 -9 years, 410 years) were pooled separately to examine how the strength of the association varied with duration of diabetes. Possible sources of heterogeneity were investigated by comparing the results for studies combined with respect to particular characteristics (e.g. sex, method of diagnosis of diabetes). All analyses were performed using STATA, version 8.
RESULTS
A total of 17 case -control and 19 cohort or nested case -control studies with information on a total of 9220 individuals with pancreatic cancer had published estimates of the association between diabetes and the malignancy. Six additional studies were excluded from this review; one study had published the standardised mortality ratio only (Kessler, 1970) , and the remaining five studies contained duplicate information (La Vecchia et al, 1990; Davey Smith et al, 1992; Calle et al, 1998; Silverman et al, 1999; La Coughlin et al, 2000) . The summary characteristics of included studies are shown in Tables 1 and 2 . The majority of the study populations were from either North America (n ¼ 16) or Europe (n ¼ 14) with the remaining five studies from either Australasia or South America. With the exception of one study that had recorded diagnosis of diabetes by proxy, diagnosis of diabetes was either through self-report, an oral glucosetolerance test, medical records or a combination of these three methods.
The pooled OR for case -control studies was 1.94 (95% CI 1.53 -2.46) (Figure 1 ), this being nonsignificantly higher than the summary estimate from cohort studies: 1.73 (1.59 -1.88; Figure 2 ) (P for heterogeneity ¼ 0.37). The combined estimate from all studies was 1.82 (95% CI 1.66 -1.99). There was some evidence of heterogeneity within both the case -control (P ¼ 0.002) and the cohort studies (P ¼ 0.05) that was that was not explained by differences in strength of effect between men and women, adjustment for cigarette smoking or the method of diagnosis of diabetes ( Figure 3) . Furthermore, there was no difference in the summary RR from those studies that had adjusted for variables other than age and sex compared to those studies that were unable to adjust for other potential confounders (RR 1.85 vs 1.80; P ¼ 0.78). There was some evidence to suggest that smaller studies tended to report higher RRs compared with larger studies (P ¼ 0.02). In addition, the summary estimate from studies that were published before 2000 was significantly higher than those studies published after this date: 1.90 (95% CI 1.67 -2.15) vs 1.62 (95% CI 1.48 -1.78): P ¼ 0.046. Nine studies had reported mutually exclusive categories for the duration of diabetes that were broadly similar across the studies: o4 years, 5 -9 years and 410 years. Individuals who had the shortest history of diabetes (o4 years) had more than a 50% greater risk of developing pancreatic cancer than individuals who had diabetes for between 5 and 10 years or for more than 10 years (OR 2.1 95% CI 1.9 -2.3 vs OR 1.5 95% CI 1.3 -1.8; Figure 4 ).
DISCUSSION
The findings from this review suggest that earlier reports of a more than two-fold excess risk of pancreatic cancer among individuals with type-II diabetes are likely to have overestimated the strength of the association (Ragozzino et al, 1982; Friedman and Van Den Eeden, 1993; Everhart and Wright, 1995) . Although the current data suggest an 80% greater risk of pancreatic cancer among individuals with type-II diabetes, even this may be an exaggeration of the true strength of the relationship, as it does not consider the considerable potential for reverse causality.
The RR of pancreatic cancer was demonstrated to be negatively associated with the duration of diabetes. Among individuals with a long history of diabetes (45 years), the excess RR of pancreatic cancer was about 50% lower than in individuals for whom the duration of diabetes was shorter (RR 1.5 vs 2.1; P ¼ 0.005). This supports the hypothesis that, in some cases, diabetes may be an early manifestation of the tumour, as otherwise the RR would be expected to increase, rather than decrease, with duration of diabetes. In an earlier review similar RRs of pancreatic cancer by duration of diabetes were reported (Everhart and Wright, 1995) but, the categories for duration of diabetes, unlike in the current meta-analysis, were not mutually exclusive (i.e.45 years diabetes duration was a subset of the 41 year group) and therefore, the RR for the 41 year duration of diabetes was likely to have been diluted by the inclusion of cases with a longer history of diabetes (and hence a smaller RR).
Evidence from the literature further supports the hypothesis that pancreatic cancer can induce a diabetic state. First, several studies have shown that the risk of pancreatic cancer among individuals with diabetes is lessened after exclusion of those with less that 1 year of diabetes, indicating that a component of the RR associated with diabetes is explained by individuals who are diagnosed with the malignancy within a short period of being diagnosed with diabetes (Ragozzino et al, 1982; Cuzick and Babiker, 1989 
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First author and reference Figure 1 Relationship between type-II diabetes and risk of pancreatic cancer in case -control studies. Black square ¼ point estimate (with area proportional to statistical 'information', based on inverse of variance of the OR provided by each study) and horizontal line ¼ 95% CI for observed effect in each study. * ¼ adjustment for age and sex; ** ¼ adjustment for age, sex, smoking or a marker of social class; *** ¼ adjustment for age, sex, smoking and social class; **** ¼ adjustment for age, sex, smoking, social class and dietary variables.
were reported as showing substantial improvement 3 months after surgery (Permert et al, 1993) . And third, molecular studies of sera from pancreatic cancer patients have identified peptides that are suggested to be diabetogenic (Wang et al, 2003) .
Although the above arguments support the idea of reverse causality, the finding of a 50% increased RR of pancreatic cancer among individuals with chronic diabetes (45 years) supports a modest causal relationship between diabetes and pancreatic cancer. This is true especially when considering that in individuals with a long history of diabetes (45 years), it is unlikely that a malignancy that has a particularly low 1-year survival rate (fewer than 20% of individuals are alive at 1-year following diagnosis) could induce diabetes many years prior to its diagnosis. In addition, the presence of a graded dose -response association between fasting glucose and pancreatic cancer, reported by some large prospective studies, supports a causal relationship (Batty et al, 2004; Jee et al, 2005) .
Inherent in any review process of published studies is the possibility of publication bias that may have resulted in an overestimate of the size of any association between two variables. There was some evidence to suggest that there was some publication bias such that the smaller studies were more likely to report a positive association between diabetes and pancreatic cancer. However, the exclusion of any small negative studies is unlikely to have materially altered the overall summary estimate. Confounding is also likely to have been present since diabetes and pancreatic cancer share several risk factors such as cigarette smoking and obesity. However, adjustment for a wide range of potential confounders only marginally attenuated the relationship between diabetes and pancreatic cancer. It is also possible that the use of aspirin and other nonsteroidal anti-inflammatory drugs (NSAIDS) may have been a potential confounder. For example, in a prospective follow-up study of over 28 000 postmenopausal women, women who reported using aspirin and other NSAIDS had a significantly lower RR of pancreatic cancer compared to non-users (Anderson et al, 2002) . In recent years, individuals with diabetes have been more likely to receive advice to take aspirin than people without diabetes in order to lower the risk of cardiovascular disease (CVD). For example, in the UK Prospective Diabetes Study, it was reported that between 1996/1997 and 2000/2001, aspirin use in patients without preexisting CVD increased from 17 to 31% (Po 0.0001) (Cull et al, 2004) . Aspirin has been reported to reduce the risk of several types of cancer (Garcia Rodriguez and Huerta-Alvarez, 1998; Thun et al, 1993) ; hence, the association between diabetes and pancreatic cancer may have been attenuated by aspirin use and indeed in studies published before 1995, the RR was significantly higher than in those published after this date (RR 2.3 vs 1.8).
Furthermore, most studies included in this review did not differentiate between Type-I and Type-II diabetes, which may have slightly underestimated the overall association, since it has been reported that Type-1 diabetes is not associated with pancreatic cancer (Zendehdel et al, 2003) . The literature, however, regarding cancer mortality among individuals with type 1 diabetes, is limited by small sample size and short length of follow-up (Mihara et al, 1986; Martinenghi et al, 1997) and therefore do not preclude a Ragozzino (F), 1982 Whittemore, 1983 Rulyak, 2003 Ragozzino (M), 1982 Hiatt, 1988 Balkau, 1993 , Shibata, 1994 Inoue (F), 2003 Batty, 2004 , Mills, 1988 
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Type-II diabetes and pancreatic cancer: a meta-analysis R Huxley et al possible association. However, it is likely that the substantial majority of individuals with diabetes included in these studies had type-II diabetes, since this is by far the most common form particularly in older individuals. Additional limitations of this review include the reliance, in the large majority of studies, on selfreported diabetes and the potential for misclassification on death certificates of site-specific cancers, although the sensitivity analyses did not show any difference in the risk between those studies that used self-reported diabetes compared with those that diagnosed diabetes either through medical records or by an oral glucose tolerance test. To date, only cigarette smoking, and possibly obesity, has been identified as being causally associated with pancreatic cancer. The evidence from this review indicates that type-II diabetes is likely to be a third modifiable risk factor (Knowler et al, 2002; Davey Smith et al, 2005) and unless the increasing worldwide prevalence of all three risk factors is halted, the incidence of pancreatic cancer will rise substantially within the next couple of decades. Figure 3 Sensitivity analyses (conventions as in Figure 1 ). MR ¼ medical record; OGTT ¼ oral glucose tolerance test; self-report ¼ self-reported diabetes; proxy ¼ diabetes status given by proxy. Figure 4 Relative risk of pancreatic cancer by duration of diabetes (conventions as in Figure 1 ).
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